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This International Search Report has been prepared by this International Searching Authority and Is transmitted to the applicant 
according to Article 1 a A copy Is being transmitted to the International Bureau 



This International Search Report consists of a total of _ 



.sheets. 



|X| It Is also accompanied by a copy of each prior art document cfted In thte report. 



Basis of the report 

a. WRh regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this Hem. 

PI the International search was carried out on the basis of a translation of the International application furnished to this 
*— 3 Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence listing : 

PT| contained In the International application In written form. 

[X| filed together with the International application In computer readable form. 

| | furnished subsequently to this Authority In written form. 

| | furnished subsequently to this Authority In computer readbte form. 

[XI the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 

International application as filed has been furnished. 
Pn the statement that the Information recorded In computer readable form Is Identical to the written sequence listing has been 

furnished 



2. 

a 



| | Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

| | the text Is approved as submitted by the appUcant 

Pn the text has been established by this Authority to read as follows: 

LHRH ANALOGUES FOR THE TREATMENT OF OSTEOPOROSIS 



a With regard to the abstract, 

Pn the text Is approved as submitted by the applicant 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears In Box 111. The appUcant may, 
within one month from the date of mailing of this International search report, submit comments to this Authority. 

a The figure of the drawings to be published with the abstract is Figure No. J 

PT] as suggested by the applicant □ None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the Invention. 
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A. CLASSIFICATION OF SUBJECT MATTbrf 

IPC 7 C07K7/23 A61K38/09 A61P 19/10 



Accordfrg to International Patent qassfflcation (IPC) or to both national dassHteation and IPC 



a FIELDS SEARCHED 



Mr*num documentation searched (classfflcation system folowed by classfflcation symbols) 

IPC 7 C07K A61K A61P 



Documentation searched other than mfcifrnum documentation to the extent that such documents are Incfcjded In the fields searched 



Bectronlc data base consulted during the Internationa! search (name of data base and, where practical, search terms used) 



& DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 Citation of document, wtth bxication, where appropriate, of the relevant passages 



Relevant to dafem No. 



US 4 540 513 A (MIYAMOTO KAORU) 
10 September 1985 (1985-09-10) 
abstract 



US 4 721 775 A (F0LKERS KARL 
26 January 1988 (1988-01-26) 
cited 1n the application 
column 3, line 30 - line 50 



ET AL) 



US 5 091 367 A (K0LAR CENEK ET AL) 
25 February 1992 (1992-02-25) 
column 7 -column 8 

W0 91 05563 A (UNIV TULANE) 
2 May 1991 (1991-05-02) 
page 6, line 15 

~~~ -/- 



1-12 



1-12 



1-12 



1-12 



Further documents are Isted In the corrthruation of box C. 



Patent family members are fated In annex 



° Special categories of cited documents : 

"A" document defrihg the general state of the art which Is not 

considered to be of particular relevance 
"E" eariler document but pubtshed on or after the International 

fling date 

"L" document which may throw doubts on priority ctekrKe)or 
which Is cited to establish the publication date of another 
citation or other special reason (as specHled) 

"O n document referring to an oral olscloeure, use, exhfcWonor 
other means 

"P" document pubfshed prior to the bitemationaJ fling date but 
later than the priority date claimed 



"T" later document published after the International tlfr>g date 
or priority date and not kiconflct with the applcation but 
ched to understand the piticlpte or theory underlying the 
frivention 

"X n document of particular relevance; the claimed hwention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

"Y" document of particular relevance; the claimed kwention 

cannot be considered to Involve an hventJve step when the 
dccument ls<x)mb^ed wtth one or more other such docu- 
ments, such combination being obvious to a person sklled 
In the art 

document member of the same patent famly 



Date of the actual completion of the Wemational search 



4 February 2000 



Date of mallng of the International search report 



17/02/2000 



Name and malhg address of the ISA 

European Patent Office, P.B. 661 8 Patent! aan 2 
NL-2280HVRIJSW1* 
Tel. (+31-70) 340-2040, Tx. 31 661 epo nl, 
Fax: (+31-70)340-3016 
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US NATIONAL LIBRARY OF MEDICINE (NLM), 

BETHESDA, MD, US 

PAOLETTI A M ET AL.: "SPONTANEOUS 

REVERSIBILITY OF BONE LOSS INDUCED BY 

GONADOTROPIN - RELEASING HORMONE ANALOG 

TREATMENT" 

retrieved from STN 

XP002129776 

abstract 

& FERTILITY AND STERILITY (1996 APR) 65 
(4) 707-10, 
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13-04-1988 
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PT 
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Latent cooperation ti^ 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



PCT 



Applicant's or agent's file reference 
KEG/40244 



International application No. 
PCT/GB99/03553 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/IPEA/416) 



International filing date (day/month/year) 
27/10/1999 



Priority date (day/month/year) 
27/10/1998 



International Patent Classification (IPC) or national classification and IPC 
C07K7/23 



Applicant 

FERRING BV et al. 



! . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
Sn^ri^nJ^ basis for this report and/or sheets containing rectifications made before th.s Author* 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I IS Basis of the report 

II □ Priority 

III B Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V H Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII H Certain defects in the international application 

VIII H Certain observations on the international application 



Date of submission of the demand 



23/05/2000 



Date of completion of this report 



08.02.2001 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Bochelen, D 

Telephone No. +49 89 2399 8150 




Form PCT/I PEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY prr/rHQQ/MRM 
EXAMINATION REPORT International application No. PCT/GB99/03553 



I. Basis of the report 

1 This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
" L^se^ invitation under Article 14 are referred to in this «"T •* ™* to 

fte report s/nce they do not contain amendments (Rules 70. 16 and 70. 1 7).): 
Description, pages: 

1_14 as originally filed 

Claims, No.: 

1 _1 2 as originally filed 

Drawings, sheets: 

1/1 as originally filed 

Sequence listing part of the description, pages: 

2, 3, 5, as originally filed 



2 With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherw.se .nd.cated under this .tern. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
' international preliminary examination was carried out on the basis of the sequence listing: 

E contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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INTERNATIONAL PRELIMINARY prT/PRQQ/mm 
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□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5 □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 

report.) 

6. Additional observations, if necessary: 

III Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
' obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

IS claims Nos. 8-12 with respect to industrial application. 

because: 

H the said international application, or the said claims Nos. 8-1 2 relate to the following subject matter which 
does not require an international preliminary examination (specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements belov* or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 2) (July 1998) 



INTERNATIONAL PRELIMINARY prT/PRQQ/nqm 
EXAMINATION REPORT International application No. PCT/GB99/03553 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Yes: 


Claims 


5-12 


No: 


Claims 


1-4 


Yes: 


Claims 


5-12 


No: 


Claims 


1-4 


Yes: 


Claims 


1-7 


No: 


Claims 





2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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INTERNATIONAL PRELIMINARY International application No. PCT/GB99/03553 
EXAMINATION REPORT - SEPARATE SHEET 

Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claims 8-12 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated 
with respect to the industrial applicability of the subject-matter of these claims 
(Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

1) Reference is made to the following documents: 

D1: US-A-4 540 513 (MIYAMOTO KAORU) 10 September 1985 (1985-09-10) 
D2: US-A-4 721 775 (FOLKERS KARL ET AL) 26 January 1988 (1988-01-26) 
cited in the application 

D3: US-A-5 091 367 (KOLAR CENEK ET AL) 25 February 1992 (1992-02-25) 

2) Novelty (Art. 33 (11 and 12) PCT): 

Claims 1-4 appear to be not new in the light of the prior art. The prior art discloses 
peptides that fall within the scope of claims 1 and 3 (D1 : coll I28; D2: col3 139-41 ; 
D3: coll 117) for the treatment of hypogonadotropic hypogonadism (D1 : coM I35; 
D2: col 12 I25). It is stressed that for claims directed to a physical entity, e.g. a 
pharmaceutical composition, an intended use is not considered as a 
characterizing feature which delimits the claims from the prior art. 

Claims 5-12 are considered to be new since the use of peptides having sequence 
(6) and (7) for the treatment of osteoporosis is not disclosed in the prior art. 

3) Inventive step (Art. 33 m and (3) PCT): 

Document D3, which is considered to be the most relevant state of the art, 
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INTERNATIONAL PRELIMINARY International application No. PCT/GB99/03553 
EXAMINATION REPORT - SEPARATE SHEET 

discloses the testosterone and estrogen stimulating activity of GnRH-l analogs 
(D3: col6 table 1 , col8 161) and their use for the treatment of post-menopausal 
osteoporosis (D3: col8 I68). The subject-matter of claims 5-12 differs in that 
GnRH-ll peptides are used for the treatment of osteoporosis. The problem to be 
solved by the present invention may therefore be regarded as to provide an 
alternative treatment for osteoporosis. There is no indication in the prior art that 
would prompt a skilled man to use GnRH-ll peptides for the treatment of 
osteoporosis. Therefore, it is considered that an inventive step is underlying the 
subject-matter of claims 5-12. 

4) Industrial app licability (Art (1) and (4) PCT): 

For the assessment of the present claims 8-12 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 

Re Item VII 

Certain defects in the international application 

a) The unit atm employed on page 9 is not recognized in international practice, 
contrary to the requirements of Rule 10.1(d) PCT. 

Re Item VIII 

Certain observations on the international application 

a) The vague and imprecise statements in the description on page 4 line 7 and 
page 5 line 5 implies that the subject-matter for which protection is sought may be 
different to that defined by the claims, thereby resulting in lack of clarity (Article 6 
PCT) when used to interpret them (see also the PCT Guidelines, lll-4.3a). 
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From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

REDDIE & GROSE 
Attn. GEERING, Keith 
16, Theobalds Road 
London WC1X 8PL 
UNITED KINGDOM 




IS 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
"THE INTERNATIONAL SEARCH REPORT 
i OR THE DECLARATION 



(PCT Rule 44.1) 



Date of mailing 

(day/monthfyoai) 17/02/2000 

FOR FURTHER ACTION See paragraphs 1 and 4 below 

International filing date 
(day/month^ar) 27/10/1999 



Applicants or agent's file reference 
KEG/40244 
International application No. 
PCT/GB 99/03553 

Applicant 

FERRING BV et al . 

~ E T,e ^.cant , nc^d mat tt. International Search Repc* has t»en eetabHshed and ,s trans^ h«**>. 

— -»«r^^^ 

Dlrecttytome — 

1211 Geneva 20, Switzerland 
Faadmile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet 
LJ Ajtide17(2)(a) to that effect Is transmitted herewith, 
a □ WKhr^rdtotheprc^st against payment * (an) addHona. fee*,) under Ru* 40* the applicant * that 



□ 



no dec***, has been made yet on the protest; the app.fcam will be notKled as soon as a declstan te made. 



4. Further actions): The applicant Is reminded of the following: 



runner acuonw: » « «fv u% ^" - — 



Name and mailing address of the International Searching Authority 
European Patent Office, P.B. 5818 Patentlaan 2 
Nt-2280 HV PJJswflk . 
0))} Tel. (+31-70) 340-2040, Tx. 31 851 epo nl, 
Fax (+31-70) 340-3016 

Form PCT/lSA/220 (July 1996) 




Authorized officer 

N1na Verdo 



NOTES TO FORM PCT/ISA/2?0 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19 The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructs 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule", and "Section" refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since ail parts of the international appfwation (claims 
description and drawings) may be amended during the international preliminary examinat.on proc^«. there * us " aB v , 
no need to file amendments of the claims under Article 19 except where, e.g. the appl.cant wants the latter to be pub Ushed 
for the purposes of provisional protection or has another reason for amending the claims before mtemational pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the international Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable. Article 41 

When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 

What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the -Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1) ). 

The letter must be In English or French, at the choice of the applicant. However, H the language of ^« 
international application Is English, the letter must be In English; If the language of the international application 
is French, the letter must be in French. 
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NOTES TO FORM PCT/ T ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped) .whether 

(i) the claim is unchanged; 

(it) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained in the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added/ 

2. [Where originally there were 1 5 claims and after amendment of ail claims there are 11 ]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adcfing 
new claims]: 

-Claims 1 to 6 and 1 4 unchanged; claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1 -1 0 unchanged; claims 11 to 1 3, 1 8 and 1 9 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(ir (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language in which the international appplicatlon is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1 )." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence) 



Consequence with regard to translation of the international application for entry into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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